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[fti] 
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HoiHCOOH 

QS(CH,)s 

CHi-K, CHt-St aisH» CHS-B4 CHt-Ss CHj (Xz-Ri 

CesC0HfflKa-<X)-NH-A-a)-8s-NHHi-CO-R-{kK»-NH 

(D) 0» I (D) 
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C^b4] 

R 

HoiHCOOH 



(asCO-iiH-A-^ifH-<i-a)-ii-iffl-<a-a)-N-c^^ 

(D) (D) I (D) 

Q 

CH2-Rs' 

(^t|i. Rg'ti^^^gsr^-r) -em-^n^m^. R^\t^ - (cHg) n-Rg' ( 

tl-SX, ^#^S*fcttO-yUnS/;i/^S:, Rgtt^- (CHg) n-Rg 

. n=2^fcli3$:, Rg' ^iS^$tlTV^Tt><fc V^r ^ ^ » T'^^tlS 
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[0 0 0 1] 

[0 0 0 2] 
[«!5[5®SII5] 

^^(D^mtbX. m?Ht^ EP-A-481,732 K\t. ^ijlJfcjKU ^Iftfe it^^^U 

n-)vm/y^\^n^^yij)vsym Choch (Cg.gT;!/^^;!/) cooh] ^^M 

w/o MIL^fcti^*#i-iii:^^ w/o/w Ma^b#jA^blS?Sciiv>f ^n:^>^-fe;i/$:ig 
#^BB5 7 - 1 1 8 5 1 2-^^#lctt. 3jN;i/^>'f^m?:^-tS^U'^:/^^ F 

, /\D>^>>fb^«^M^?t&^fi=f9^1-S w/o m^[:#JlcnT-fe;i/'<-i^a>^ffl 

- 1 2 1 2 2 2-^^#lcij:, jKU^^'^K. ^ U 3 - ® 

mmmm^mmii'^^^o tt, tku^^^^f. jku^'uhuk, iLSfti^^un- 

[0 0 0 3] 

[ni^3^)^«?^ L^ott^ urn] 
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[0 0 0 4] 

^\^^mmi^xmmi^ r=.mnx\t. ^i^Mm^^ u ©^^^-^iDiirtc ^^x 

(1) (A) ^^vn-)vmt-m^ 
at 7] 

R 

HoiHcooH cn 

[its] 

ai(CH,), 

CH,-8, CH,-R2 CH,-OB CHj-R* CHt-8s C&t Oii-i, ^ 
(D) (D) jj (D) 
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CHa-Rs* 
(D) 



nsa, ^#SS«*fettO-^/U3S/;i/SS:, Rgtt^- (CHg) n-Rg 

R7ttD-r^>^m?^S*fet±T1f^'*US/ Q li^^M^" * li<£ 

(2) (A) ^'vn-jimt-m^ 

Uti 0] 

R 

HoiHcooH cn 

[0 0 0 5] 

iibTid:, M^iix^;K :/ntf;K -ryyntr;K ■/^;k >fy:/5^;K sec- 

-f^/l^ tert-'f^Jl. -fy^>^;K :^:r'0^;K tert-Ky^)V 

, i-x^;y^ntr;K /v^spi/;^, -rv^^i/;!/, i,i-$;^^;1'>^^;k 

It, ^ml^2;^)^e^5(3Dtt:^*fc^i4}•^^(^)T;^=^;^S*'^fflv^e>tLSo :a^Mi:b-c 

n rfJ^ac^AiA OR— ^008934 
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2-ti Kn:^i/>f y:!f7:/D>^, 2-11 \^u^t/itj'fV ym^^Etf^^^f^ti^ 

„ rCQ^t>#lC, 2-llKD^2/||^, 2-tlKD^^>^m^. 2-tFn^i/-3-^ 

^t/itj)],^ymit. #lc^f^L<(i2-t: KD^^>l&^T'feSo :itie)®iiFn^ 

*W5/25~J^25/75®^gHa)=b<DAW*L/V^„ Se>tC^f*L<tt, D- 

i/^/h-w ;b^j^6o/4o~i^40/6o®|gfflcDti Kn^i/:*;v3K>^"efe6 

[0 0 0 6] 

-m."^ CI] T'^StiSt: Fn^2/;!j;i/3K>mii, 1 S*fcli2SJ[JA_hji3i:(Z) 

±ia (A) <z)^^Un-;i/iP^M^^{cetts^*U3-;i/^h-M^ Cn T-^ 
StiSt: Fndpe/:^j;i/jK>|ftii0Jffi^Jtli, i^U n«-;i/ifc;b^i^l0~^75^;i/%, 
3^y;b^t: F^^i/?t7>n/3J?>gftT'feS^■&5^)W*bv^o § ?)lc^f * L < ^')n 

-;i/M3«)^*?j20~j^75^;i/%, JiUj&^t: Fn:3f:.>:5tj;i,4?>^-efeS^'^T'S)S. # 

ici?tb<tt. ^Uii-;i/|ftA^j!i«f40~^70^;i/%, j^y *«fc: Fn^i/;?j;nK>m 
^^S) ^±^^l.23^)^e>4.03^)W*bv^o #jc^f^L.<ii, 4^«S:fg;^)'5|^l.5:^)^p,3.5(^) 

R majFi^m OR - 3 008934 
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[0 0 0 7] 

L<i±. D-^*:/L-# *^J!i?;6O/4O~J^25/75®4gffl03j<UaiftT'&So 

$f>lC^*b<«. Ma¥*l5)'^**^*?J2000~20000®«gH(Z)3j<Ua^T*fe 
-5„ #lC^tb<li, MS^i^^^^SA^Jii&SOOO-'lSOOO^ISfflCDTKUlL^-e^^ 

„ tfe, JK'mm(Dd^'ics^i^!^Jl.2*^e>4.o;b^^^*bv^„ #ic^*b<^, 

M^li#^BB61-28521#<i5i^{Cfa^$nTVNS„ 
[0 0 0 8] 

:$:|§^9tcfeVAT. S*¥^4>^*SJ:tJf^icm^tt, MM^p^^S-^-**^ 120.0 
00, 52,000, 22,000, 9,200, 5,050, 2,950, 1,050, 580, 162 0) 9 mm<D^^') 
>^^l/>S:S*fi^Mi:bTy;i//^-^x-$/a>iJ'nvhi^^7>f - (GPC) 

PC;!j^AKF804L x 2 (BgfamnllS) , RI ^-^f- L-3300 (HitSSf^m IS 

) ^^&ffi^bT^D^J^^;^i.%ffiv^fc. 

[0 0 0 9] 

m?(.\t (A) / (B) xmt>^i^^m^it ;5)^*?jio/9o~*?j9o/io®«6a 

T^^StlSc ntb<it. m^it ;b^rji?j20/80~80/20®«IHT'S>Sc 
$e>^C^*b<^i^ ^30/70~70/30(^«gHT'feS„ (A) , (B) 
(Dm^ii^^tM&t (A) %b<« (B) ^^J-Sr^^fiT'^fflbfe^^iltSil^H 

n tp^^^teal ns - 3 008934 
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m^^j^-^Wf^^ ^ - > if^M^X' ^ 5& v> . y u 3 - jmpkM^ii^ i 3i< u %m(D^ 

^iz^<t^. feSVMi (A) / (B) T'^*)$tiSiS^it$:/hS<-tsri:lc 

S<t-&, feSVMi (A) / (B) X*mt>'^ti^m^it^i^^<-t^^t.K^-o 
[0 0 10] 

-m^ cm Rp R2^t=-ii^/^x^'^n^i^mmmtbxit. m^i^m 

y hvr'JV)vxm^-^tit=.7^j^K^iif^r^j hurv^u;i/S^b 
Tii, Mxii3-r^7-iH-i ,2,4-bUTy-;v-5->r;i/. 5-r^y-iH 
-1 ,3 ,4-hUT!/-;i'-2->r;i/, y-i h-i ,2,4-hUTv^-;l'-3- 
^;^, 3-T^>^-2H-l ,2,4-hUri/-;i/-5-'f>n/. 4-r^y-lH-l,2 

,3-h urv^-;i/-5-f;i/, 4-r^ >^-2h-i ,2 ,3-hUTi/-;v-5->r>H/^5 

Q ttraia^at 0^-3008934 
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[0 0 11] 
[0 0 12] 

R 3' -e^ 5 n S i: b T li> ^^M^^ * tteSMii^® ^-r n 1 
~2MS:'^*, /<>■^>^^lSi-&bTV^T*;J:v^5*fc^i6M®^^3^S:^)^#^f 

y;i/, -f^^yuM tf^v^y;!/, tfUJ^M 3-trys;;i/, try tr 
y^e;zi;i/, 3-Ky\/ [b] ^xn;i/, 3-/<>y Cb3 -3-^x 

>f>Ky;w 2->r>Ky;i/, >rv>f>Ky;i/, i H->f >4fyy;i/, 
y>f ^^*!/y;i/, ^oy^ryy;!/, ^yy^ >rv^y y;i/«:if:«)^#if e^tis 

o #ic0*b<li. Rg'li^ ify $;^Vi/*:^-li3-/<>y [b] ^x-;i/-efeSo 

[0 0 13] 

Rg-e^^tlS^^^SSiitTli, ±IBRi, R2*fcttR4T'Silbfc^^^S 

5ffl, ntL<\t. l;&V^b3M®^g^:^^S^SS:=tbTV^T=foj:V^„ ZlOie) 
55;maSi:bTli> ±IBRi, Rg* fcJ*R4T'^ilbfeSmSi:l^^©=fo®A^ffl 
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[0 0 14] 

o 

[0 0 15] 

mtt=.it'tj%b<itV7)\y^jvxmm-^nx\f^x%^\f^7^pjmr^^t)^mf 
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[0 0 16] 
[^k 1 1 ] 

Ubl 2] 




[0 0 17] 
Utl 3] 

-NB-iH-CO- , -NH-CH-CO- ^T*6o 
(D) (D) 



1 1 
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[^fc 1 4 ] 



H 



[0 0 18] 
iitl 5] 

-(CH2)3-NHC0-Q -(CH2)8-NH-C0-NH-NH-C0-^ 

- (CHa) J-NH-CO-NH-NH-CO-/3 "^^^2^ '"'^2. 

Cffcl 6] 

-(CH2)2-NH-C0-NH2 . -(CH2)s-NH-C0-NH2 , 

NC2H5 

-(CH2)3-NB-C-NH-C2H5 , 



[ffcl 7] 



H 




OH OH 



[0 0 19] 



1 o 
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Utl 8] 



-(CH2)3-NH-CH< 



:h3 



NH 

-(Cfl2)2-NB-C-NH2 . 



NC2H5 

-(CH2)8-NB-C-NH-C2H5 



CH3 H 
-NH-Ce-CO- , -NH-N-CO- ^X'it&o 

(D) 

[0 0 2 0] 

^z.tit)^x^^o 

1 m^iS&M OF. - 3008934 
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-6= !i^\zt^tb<\t. mmiz.^^m^m^m&^±^t^^mm^^zf^\^r^& 

ICi? * L < it. :9>^*J!i?l500~10000a)/< KT'S>&o 
[0 0 2 1] 

- W (^ffl^fFI|4,086,219-^. 1^114, 124,577#, 1^^4,253,997-^, 1^^,317,8 

i5^^#m) , >f>>^U>, yvb;^^f^>, yvhx^5^>m^^ (^ffl#fF 

||4,087,390#, 1^114, 093, 574#> |^04,1OO,117#, |^||4,253,998-^#m) , 
■/n^i'^^, (ACTH), :^^J^>(hm 

mts}\y=ey (MSH), ^:t^M3}-N;i'^>S(ai3i^;i/^>(^^^J:tJ^-2-<^^^^ (#^hh 

50-121273#, i|f||Hg52-116465#^$g#flg) , ¥5l^Jii$9«[3^;^^ > (TSH), 

?^fi^7jN;i/^> (LH), luii&$!Iij[3J^>a/^> (FSH), Av:fi/i/>, 7iy:/i/S/>^ 

^i*:, :t=¥i/h$^>> itS7.Wy. ^^U^y. >f 

. ziuyy^h^^-y. ryv^t^yyy. t bfi&M^^ uNM^ 
ttif-:^Khntf> (HCG). jiy^yrvy. :ny^yTVym^i^ (^ffl^t^H 

4,277,394#. 3- D A°#fFmM<i^^^31567-^^##M) , X>F;i/7>f 

y>> fl^M?gi'i4a^ (THF), ik^n^mm^ (fts) ifej:^^®^^^*^ 

t|4,229,438^#M) , i tJ^^(^ft&COfl^il@^, M^El^^Hi^ (TNF), Z1U=^ 

-^^0^ (csF). ^5^u>, T'>r7;i/7^>. sj^^t/y. -zL-wryyy 

mmmmm^^ nmmmm^. :r.y\^±vymtfim^^t^^'f^}^m o- 

D*y7^#l^^45ire^436189#, If 11457195-^, 1^496452-^, i^|g^3-94692-^, m 

3-i30299#4)t##m) 5&^> $e)^c^i3tl^a)^a?S^4'<:^^K®7^^;^>h 

1 /I mtsFiSaA OR-. S 008934 
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[0 0 2 2] 

m&Mm^^':f^\^(0M.i^mtLx\i. ^<*:?^^3fN;i/^>ifemjJ^;i'^> (lh-r 
. mm im. mm, mmmm, mm, zfu\^itym, v')y>\^:^nmm 

. • :^'f^ y±}\/ • ^-^X hU- (Journal of Medicinal Chemist 
ry)m34# 2395 - 2402 S (1991^) . U-iZ> h • U if ;i/^y • >r • =3r-V> 
^j.— . i;^^ — 5^ (Recent Results in Cancer Research) ||124# 113 ~ 136 M 
(1992^) ^i^^C|H«StlTV^S, 
[0 0 2 3] 

(A-^-f^^, xxru>^. >'^°;^^5=->^J&^f) ^©i^ii-rsr 

.001% ~ Jj^I 50% (w/w)mVNe>tl-6c m^\.<\t. m 0.01% -40% (w/w)M 

1 R mSff3*3It 05-3008934 
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vN^jtiSo m^i0-tb<\t. m 0.1% ~ 30% (w/w)mv^^tlS3 

[0 0 24] 

-^mmL. #e)ti§3KU v-^§m3^)^se>^C:^^|?Sf£/<:;^^K$:^^•t^=b(^T' 
&tl«<fcv^„ nth<\t. ^izMt^mmmi)mm. (2 ox:) 3%&.rx':&& 

, ^nn3j^;i/A, j^i^nnx^^, hUi'nnn:^^, rai^^b^^^if) ^ x- 
"r/im (#9. x^;vx~T-;i/, >f v tr;i/x— , fllMi^x:^^;!/ ( 

[0 0 2 5] 

~Si5l70% (w/w)T'^-S„ #JC^f*b<tt*?Il~*?;60% (i»/i»)T'feSo 
[0 0 2 6] 

||«-jKe5Hcl±^fiffif*ift®m#-'S^l0000^3b^f>^litiS= $ pjfc^f * b<ii. 

1 R maj^fctm 0 5- 3 008934 
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o 

lteiEXX-r;i/ C^>-<-> (Tween) 80, ^y>f-> (Tween) 60, rh^XA'^i/^T- 
^t] , ^Vyt^^y:^^lyy\l'7tymmmi^ [HCO-60, HCO-50, B^^^^}\yX] 

mM^\ \^<-Dfj'^m3^^t>-^x^^hx%^\t\ mm(Dm(Dmm\t. m o.ooi 
% *>e> 20% (w/w)(o«SH*^bjii:ii^T'^So •^^\zts-tb<\m 0.01% 

5) 10% (w/w)0!)«gH"efflV>e>tl-5o #iC^ftb<tt^ 0.05% 36^^ 5% (w/w) 
[0 0 2 7] 

mmmm<D}^^^^hKn^. f^tL<\t. m^io^2ox:<DM-umm(D^^rx 
B^^^mAtix:^i^t^^^p3^m^^v^'-<Dtp^Mis^7.m,^um^^)^5 

[0 0 2 8] 

-jj^jiooo-fi^oj^^Mjb^iinjtejtiSo $e>Jcif*L<tt, *«jo.o5^~i^5oo^ci^ 

1 n i+t3SM5iA OR — 8 008934 



5-145134 



n ^ \t2m&.±w,'^ L T m v> T % J: v>o 

[0 0 2 9] 

<fc >J It S "t -S 3 % ^ ^ ^ * S c 
[0 0 3 0] 

1 « mifFi^^g 05-3008934 
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m> Tween 80, HCO-60, ;?7;p5K^ ^/^ ^;i/-fe;i/D -X, 7 )l^ym± h V ^ J^fj: 

mt-f-hV^:^, y;i/tfh-;i/, :/K'i7«i:&if) ^if ii^^tc^KI* 

00 /in (Z)i6H*>#tf nth<\t. m*^e)300 fii^ OfgH^l^^^T'^ 
[0 0 3 1] 

mmm^^m^^^mmv. m-^, ^uyhvt. y^/i2^^mzm 
mbx :^^m<D^iic^mM ^mi^t^:it%x^^. m^i^P^^mmm'^^m^ 
m\t. mxi,m^Am^o-i 752 5-^^jkmizmm(D-:^mzLt=.if^^xmiik-^n 

(M> mmmm, y^^:^iy=Lm^m iz^-ox^^t^:itiz^vm^i^p^ 

[0 0 3 2] 

>^nm<D^MiimMiis ^m^xm%m^ ^h, ^, m, ^. ^i^n, v 

1 9 mmm^ 05-3008934 
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14Sg^f!l3bU:^jH^^f!IT'*-&^'&. ^f*L<li, 1 A^fc 0.01«g~100«g 

g/kg'^S®«gffl*^e>Jii:^^*-^*^T'^s„ 4f{c^f*t<tt, o.i-g-iOMg 

iiiifefcyoDi^ijcttSsmc5ig^*«^Ai A^fc»;^f*b<ii, *«j 0.1 -g-so 
0 mg/kg^iim®*gffl*^e>ji:i:S'S:z:a:A^T'^So ^h\zm^h<\t. m 0.2 mg 

-300 ■g/kg{*;m®«SH*^e>35il:^14>Zli:*^T'^So liMl^lClia 

, lA^H^clla, «>svNiiiS[A^Htciia^, ^mx*&^^Mm^^:f^}^o)mmt 

[0 0 3 3] 

&,ric^nm^^x}^MMm^mifx:$:^m^^^KM.i^m^wim-t^t>K :in 

aTtC^-rr^^'^, -^MS^tCKL, B&^T-^^^t^^^, lUPAC-IUB a 
^ Vi/B> • * • b-5=-:3.r- (Cowiission on 

Biocheaical Noaenclature) (a-atrr> ' i^^—f-A/ ' ■ 
hU- (European Journal of Biochemistry) ||138#, 9~37M (1984^) ) 

o n mtJFiKSF^iI 0 5 - 3008934 
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NAcD2Nal : N-T-fe5^;b-D-3- {l-±y=f')\y) r^-;!/ 
D4CiPhe : D-3- (4-^ nn7xn;v) 7^r.;i/ 

D3Pai : D-3- (3-hrui;;i/) r^->n/ 

NMeTyr : □ 

DLys(Nic) : D- (>f :/i/n>-N-~3^y >f ;v) U 

Lys(Nisp) : (>f >-N->f v:f n tf;i/) y 

DLys(AzaglyNic) : D-[1-Tif- (N-r.n^ y ^ U ^>;i/ 

DLys(AzaglyFur) : D-[1-Tif- (N-2-7 n>f i^U U 

BOC : tert-:/h#S/ ;5;;i/ 

FMOC : g-^;!/:^ h^S/:!!7;i/3i< 

Cbz : 

[0 0 3 4] 
##Mi 

^^#Alf J3 <k rJf?^*P^ fcl0O0«l0D4P 7 ^ n {C90%D,L-aift:?K^?S3 
00gi:90%L-a^7KI§?Sl00gS:ttjii5J^. M^^ilSTlOOr;, 500■■HgA^e,1501C, 30 

miiiHgtT'4^|^*^i-tT^Eifnl^LT©m>!K^I§?5SLfcc S^fC, 3~5»inHg, 150- 
1801C T'T^^^miDHii L Simfe® ;Jf U fL^?:#feo 

#e>tvfe*'^#:$:ioooMi® n □ 9y\z^mh. QQ-Qmm^^Kmwy^ 

# ^ tlfe U G P CM^tC J: SS*5il*^^^Sli3,000T' o fee 

^^#A^^ i t;?^SP^ $:iix.felOOOMl<Z)4P y^^zi iZ90%d ,L-%m7K^m 
00g$:ttji*, ^^^tJ^TlOOTC, 500MHg}«)^e>150TC. 30MHg^ -e4^^;&H^ 
ffiinllRLTWm*$:BS^5&bfco $^IC, S-bMMHg, 150~180X:T'12^r^^^iBtin^ 

^) tiitfi-^^ iooomI® n D ^ ^ > tc?§j!i¥ eor ®?a7K*tciSi#-f ^ 



-.S 008934 
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[0 0 3 5] 

0mm s 

^l^#A1f^<tt)t?^*PlfSr<i^felOOO«l(Z)4P:7^XnlC90%D,L-^g&;!K?§M3 
OOgt90%L-%myi^mmOOg^it7l^^. ^^^^^TIOOTC, 500mmYLgi}^^150r:, 30 
mmEgtV5f^mfJ'i-fXm&MmLXmii!,yi^^^^br=.o Se>tC, 5~7ioiHg, 150- 

i8or T'i8^i^itffiiiii» L r=.^^m m^^<D^ V %Wfkmco 

#%M4 

00gi:90%L-aift;?K^Stl00g$:ffcii^>> ^^^SSTIOOIC, 500««HgA> e> ISOt; , 30 
mmfLgtXmmtf'iirmBljmLXmiiiyi^^m^hrc. S-TmaHg, 150- 

=^ tifeM-^^: S: iooo«i © ^ D n >i > ic?§i!¥ L> eot; ®m>^ccfiicii^T^ 

# tl 3j< U IL^(3D G P C IC ct 6 MS^^t^)-^* li9 , 000-e o o 
[0 0 3 63 

^H^Alf J3 J: Of^^^P^ felOOO«l (Z)4P 79::^nic^y3 - ;i/|ftl82.5g 
i:D,L-2-l: Kn:3|rS/S^166.6g^ffcjii5*i, ^^^tSTlOOr, 500■■Hg*^ e> ISOr: 
, 30mmYLg^-V3.mmmi^X^BmmVX'^li!,7i^^^iiLr=.. 5~7B«Hg 

m ^ntcm-^ii^ ^ loooni © ^ n n ^ ^ > ic^^^ eot: ©MtK* tcji^r 

#e»tife^^U -n-jvm • 2-ti Kndp$/|^gft^M^f*i®G PC?i^lc j:&MJ:¥ 
i^di)'^-*»13,000-efeo fc. 

9 9 m^SiKlE OR — .S 008934 
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i:D,L-2-tl Kn^i/|&®E145.8g$:tt>i*t, ^^^^JSTIOOX:, 500iMHg}6^ ^ 1551C 

^btlil^fi-^-ftiSrlOOOMl^S^^^DnTl^f^lC^iilL, 60iC©?a:?KtfilC«^Ta 

# ^ ti ^ U 3 - ;i/gft • 2- 1 K n dp i/Mlg^M^it: ® G P C ic J: § SS^ 
*^^^-*iii3,ooo-efeofco 

[0 0 3 7] 

, 30M.Hg*T'3.5^|SA^^'^T^ffi}!)^lffebT@m>^cSrlS^5SLfco $^IC, 3~6««Hg 

, i6o~i8oic-e27^|gfj^jEinl»bfe«i?«r*PL, mi^^<D^vzi'-/im ' 2-t Kn 

# ^ y U n - • 2- ti F n ^ e/l&^^^fi^^^ (DGPCM^lcJ:^ mfi¥ 
^^^•Sttll.OOOT'feofco 
[0 0 3 8] 

^^#Alf ^3 «k t?i^*{I'i it IOOOmI (5D4P 7^X3 tC90%D,L-|L^7K^ISt5 

OOg^rffcii^, ^^^SSTIOOTC. 500iwiHgA^e>150r;, 30MiHgf^4^^?{)^l-JT^ 
iEijn^bTMm>!K$:l^*L.fec $^IC, 3~5«mHg, 150~1801C tlO^|^^ffini& 

9 a miff^^ 05-3008934 
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i:D,L-2-fc: Kn:5r5/Simi66.6gS:ff:jiJ5>, ^^^^^TlOOr, 500MlHgA^ ^ 150TC 

#e>nfc^^yn-;i/gft-2-iiKn=3p i/M^^^M^^ip:® G P C tc J: 5 Si^p 
[0 0 3 9] 

#%Mi 0 

NAcD2Na 1 -D4C 1 Phe-D3Pa 1-Ser-NMeTyr-DLys (Azag 1 yFur ) -Leu-Lys (N i sp) -Pr o-DA 
laNHg®-^*^ 

##M1 Ofccfey^l 1 ^ffl#fFI|5 1 1 0 9 04#, ^Kffl#l^ffiS#-^ll 

0 7/9 8 7, 9 2 l#(DfH^{C*iCTfi^ofco 
'<>''^ F^fife^g^^^SW^f^iCD-Ala-NH-^flg (4-;< ^ X t: FU;i/r 

1. mum^m 

^nB^^ mT> TFA^ii^-rs^i:*^^) , 2.5%T-y-;i/, 2.o%^y^5^ 

mm s: 1 ^r^^«igfe?i^^. m^MH/^i; 2 0 ^m^^o fc„ 

2. m.m^mmK^hmi^ 

3. i^^Rm 

9 A i^f^f&yiL nc;_QnoftQ^/i 
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^rnnjji^^^Mi: 3^g^;i/i(O0. 3 u bqct ^ J mu^ii^y dm f (n,n' 

4. 

#M^S5i@^^7^lc{i, i/^nn:ji^>, D n>i ^ >/DMF, dmft? 
[0 0 4 0] 









^1^ 


1 


BOC-Pro 


2IB- 


l^ra 


2 


Boc-Lys (N->f :^ 5/ n > -cbz , >f V n tf;!/) 


2 0- 


1^^ 


3 


BOC-Leu 


20- 




4 


BOC-D-Lys(N-^ Zfi/U >-FMOC) 


2®- 


imm 


5 


BOC-NMeTyr (0-2 , 6-d i C 1 -Bz 1 ) 


2ia- 


imm 


6 


BOC-Ser(OBzl) 


2ta- 


imm 


7 


B0C-D-3Pal 


2I1I- 


6 mm 


8 


B0C-D-4CiPhe 


2I1I- 


2 mm 


9 


B0C-D2Nal 


20- 


2 mm 


1 0 


m 


20- 


2 mm 



DMF (18«1) \Cmmbt=.itjJl:^=L)],t^>( ^^'-J-JV (0.9g) tlb^mE 
iSSii:, 'D\f^X'i^^UU^^yV3mmW^. DMF (18»1) lC?§^tfc2-7 
^>;«7;L'4<>^tl K^^:; F (2-furoic hydrazide) (0.53g) t l^^m^^^f:. 

o n'c>n^^zf^\^-mm^t^i^uu:f^ityx3mm^^. m^m^mi^^n^ 

9 R m^SAMl r>c;_Qf\nftQQyl 



5-145134 



: 1:0.1) ?iMf|i^?aT'i 5^i^M#m. Mj®b^c„ mm^mm^mt ^ tK 
x-mv^WLi^i^'^^^u'^h^'^y^- (HPLC) ^m^^xmrnhtco 

(1) ; ^^f-r-^y ^ 1 8 (25X2. 5cm, 8^ ^D>) 

(2) mi^'. 89%;!K/1 l%71zl>-hU;i//0. 1 %T F A^^^TiZ h - 

(3) i^mM;^ ; 2 6 Onm (UV^) 

-^^^^1^2 5. tLx^ii!.-^nr^^:/^\^^^mm. num. 

M b . NAcD2Na 1 -D4C iPhe-DSPa 1 -Ser-NMeTyr-DLys ( Azag 1 yFur ) -Leu-Lys (N i sp) -Pr 

FAB [*7TX^•T^/^• 3J?> A- K:* > h (Fast Atoa BombardMCnt) , 

J^ATI^S^^r^t-] ^i^^ : m/e 1 5 9 1 (M+H) 

r ^ y^t^^^ff-l® : 0.98Ala, 1.02Pro, 1.58Lys, l.OOLeu, 1.12NMeTyr, 0.52Se 

r 

( 1 ) ; "fe:7T"7^*y ^^:5^G- 2 5 (*^-^®i^# : i Bm, 

S : 4 Onm) 

( 2 ) mm; 1 Msmi? 

(3) ilkH^mM; 2 5 4nM (UV^) 

SlOlC^m-t -5 tf- ^ (7)^® $:^«?)T?tM^^ NAcD2Nal-D4CiPhe-D3Pal-S 
er-NMeTyr-DLys (AzaglyFur) -Leu-Lys (N i sp) -Pro-DAl aNH2® 1^^^ i: 

[0 0 4 1] 
1 1 

9 R 05-3008934 
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NAcD2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-NMeTyr-DLys (Azag 1 yN i c) -Leu-Lys (N i sp) -Pro-DA 
laNHg®^^ 

2 - :7 ^ > :;fj ;i//K>B& tl K^i:^K (2-furoic hydrazide) fe2--3^>|ftt 
K^i^F (2-nicotinic hydrazide) (0.575g) ft ^&.M0^MlOtm^iZ 

FABnM^m : m/e 1 5 9 2 (M+H) ^ 

r^JWt^^U:1.02kldi, l.OlPro, l.BlLys, 0,99Leu, 1.12NMeTyr, 0.48Se 

r 

[0 0 4 2] 

mmmi 

NAcD2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-NMeTyr-DLys (N i c) -Leu-Lys (N i sp) -Pro-DA 1 aNHg 

(TAP &.r^mm^^zf^\^ a iin&ga-rs) <Dmmm. 2ooiigS:, mmm 

5 ti ^* U n - • 2- n K n ^ t/mm^M^i^ t ixm^Utz.^ 
Ua^®^*li^4ll3.8gS:2;^nn^^> 5.3 g(4.0 ml) \zmMLr=iWncm^ 

xmmvtco z:(Dmm^i7x:K^mvr^^. '?mox^Kmw^hxi5\>^rco.i% (w 

/w) ;i<Uif-;i/T;i/3-;i/ (EG-40, B^^mt^M) yi^mmiOOOmltpK^Ah 
, -5^-^f>M3i^^^^•9•-S:fflv^, 7000 rpn X 0/wxv;i/i/ a > Lfc„ ZL(D 
0/Wx-7;i/ S/ 3 > ^MT'3^ISM^ bXS^^UU:^ity^Um'^'^. mmt^m 

fb$i±fc=^, mMmm (05PR-22, Biimi^m) $:Mv^T 2000 rpm xmMh 

o mM^nr^-^^ i7uij':f-^Mt'p&0m'^yi^^M^xm^W^ht^^. D-v>- 

-ftl 5~60 fim^ 4.7% (w/w) T'feofco 

So 

9 7 mnifmm 0 5- 3 008934 
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( 1 ) N AcD2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-NMeTyr-DLys (Az ag 1 yN i c) -Leu-Lys (N i sp) -Pr o- 
DAlaNHg 

(2) NAcD2Na I -D4C lPhe-D3Pa 1 -Ser-NMeTyr-DLys (Azag 1 yFur ) -Leu-Lys (N i sp) -Pro- 
DAlaNHg 

[0 0 4 3] 

^nn:>t^f> 6.7 g(5.o ml) tci§»L/fe«[icin^T?§i!lb3t. z<DmWL^i7x: 

iz'^nLtc^. '?m7x:izmMVX^^^r^o.i%^V i:f-;i/T;i/=i-;i/}(K^?^ioo 

ti^tl 5~65 AtM, 5.0% (w/w) Xh^tc. 

^mt^^^zf^y^ A (Dmm^ 2oo«g$:, ##M5T'#e>tifc^^u=i-;i/m-2 

-b \^u^i/mm^M^P^t.^^msxm^tit=.:i<v%m(DmMm^ms.8gtri;^ 

DD^^t> 6.7 g(5.o Ml) izmmLt^WLizm^xmmht^o ::<Dmm^i7°ciz 

}^*PLfc#. ^i?)l7■c^cigfIftT^3v^fco.l%J}<y tf->n/r;v3-;i/:?Kl§?Riooo« 

^tl 10—60 /iM, 4.8% (w/w) -efeofco 

[0 0 4 4] 
§IBM4 

4atS'K'<:^^K A (Dmm^ 200«g$:. ##M5T'#e)tifcyu n-;i/^ ■ 2- 

t K n =^r tymm^m^iif> t 4 e) u iL^(Z)^SM^i^3. sg ^ ^ 
nn^^5f> 6.7g(5.o«i) Kmmbt^mzm^xmmbho zLommiiiTciz 

;i^Whr=.^. ^^^)l7r;^ciifi^^LT^3v^feo.l%3i<u bf-;i/r;i/3->n/*?§?Riooo« 

9 R mifF«|5il 0 5- 3008934 
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■ftl 10~75 fim. 4.6% (w/w) T'feoi^o 

nn^^> 6.og(4.5«i) izmmbr^mi::m^xmmbr=.. ro^^g^nric 

^ifl 5'-60 /in, 4.9% (w/w) T?feofco 
[0 0 4 5] 

UUa^y 6.0g(4.5 Ml) lCl§«?bfe?KlCiD^T^§«?bfco Z.<Dmm^l7°CiZ 

j^iPbfc^, ^«)l7x:^ciSfiI}b•r^v^fco.l%:i<Ubfn;^r;^3-;^*^mlooo■ 

-^tl 10~65 /ct«, 4.9% (w/w) l^ib^fto 
[0 0 4 6] 

^S^ffi^^^K A (DmWi^ 400-gS:, ##M9T'#e)tlfc^^U n-;!/^ • 2- 
t: F D =^ >>mm^m-^#^ ^ntc^V fLm<^>^*^i'^^3.6g$: j;? 
nn^^?:^ 7.o g(5.3 mi) tc^j|?Lfc?«[icinix.T^iSlb:^c„ r(Z)^?g$:i7x:ic 
?^*Pbfe=^. ^«)l7•c^ci)ltt^bT^3v^fco.l%3KU tr-;i/r;v3-;i/7K^Miooo« 

5~65 ft^ 7.2% (w/w) "efeofec 
[0 0 4 7] 

2 9 ffi^i^jf 0 5-3 0 0 8 9 3 4 



5-145134 



1 1 # b tl NAcD2Na 1 -D4C 1 Phe-D3Pa 1 -Ser-NMeTyr-DLys ( Azagl yN i c) -Le 
u-Lys(Nisp)-Pro-DAlaNH2 (JWT^a?S<i'<:^^ K B ilB&IB^S) (Dmmm. 240 

fc0.1%)JfU tr-;i/T>n/3-;i/;!K^?K400ml4»lC^AL, Jg^T^JfeMl iil^^ict 
K B cD-^^t^ii^ti^ti 5~70 10.3% (w/w) T*«>ofc 

##0!llOT'^e>tlfcNAcD2Nal-D4CiPhe-D3Pal-Ser-NMeTyr-DLys(AzaglyFur)-Le 
u-Lys(Nisp)-Pro-DAlaNH2 {&.rmmf^^^':f^ \^ C illi&ISf S) (^f^^^ 240 

n^M^:^V%m(D0^Mm^mi.7eg^P^UU:^9y 3.2 g(2.4 ml) tC^§«¥L 
feMlcA0;^T#?»bfeo 30?§?g[S:18lClC?€h*gbfc^. ^^^)161C^cMfil^L,•r^3V^ 
fc0.i%3i<U tfr-;i/r;i/n-;i/7K^?g400mitfrc^£Ab. PATMMMl iil^^lcb 

<D^mm^^:f^\^ C (D-^^^tt^tl^4l 5-65 AM, 10.9% (w/w) T'$>ofc 

o 

[0 0 4 8] 

MMmix^btitc'r^ ^^ui^'f^jvm 30 Bg 0.5 ■! Ot^-fS:^ (2.5 "g 
®;Jj>n/7i?=3pS/:>t^;i/-fe;i/n-x. 0.5 mg cO/i<U v;^^- b so, 25 -g (Dv^:^ 
h--;i.5:t§i!S?bfe^^7K) Iz^^LXlommm^ SD^y hO=t^^Tlc 22G ^ 
M^X^^bt=- i-T^i ^UiJ'f'^}]^thX(D^¥M 60 mg/kg) „ ^^^-MW 

^mz^ y h ^mmLxn^mmz^^t^-r^f ^uij-:f^)\^^^ u m b> 
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^ 5-145134 
[0 0 4 9] 

mi} 



^mm^^^^ K A (%) 



IB IM sm AM 5M sag 



M^Ml 88.0 66.5 42.3 15.2 

MISk0i2 92.8 76.6 62.6 48.7 38.6 26.5 

HS^MS 96.5 90.5 77.5 64.9 59.2 46.9 38.7 20.3 

^S^M4 99.4 94.5 87.2 76.3 66.0 - 46.6 30.7 

^^^5 92.9 75.0 45.7 - 17.5 

HSiMe 92.3 61.3 33.5 6.4 



3K U IL®? ^ ® ti-^ U V - fiK S V ^ n y -fe ;i/ V \ T ti =fe *JSB A 

a 

[0 0 5 0] 

m2iz\t. mioum^^^^^^^ a^^m m ^,mjR:^#ffi)s^,i978^ 
6H50^f?,iiiM) izmm(o:^mzi^^x%B!,bt^w.mmm^. mm^n^^r:^ 

[1^2] 



3 1 mmS^W- 05-3008934 
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3000 


mm 


g(%)=95.4-(26.9 X mm 


(r2 


= 0.992) 


3.5iig 




5000 




g(%)=94.4-(14.2 X 


(r2 


= 0.975) 


B.em 




7500 


mm 


P(%)=98.4-(io.o X mm) 


(r2 


= 0.996) 


Q.sm 


mmmA 


9000 


mm 


M%)=io2.i-(8.9 X mm 


(r2 


= 0.995) 


11.5ii 



. mi)''^mi.bmmtX'(D^mmzmmt^:n}ii^X'^^o 

[0 0 5 1] 

mmm2 6o% j^#^(%)=94.4-(i4.2 X mm) (r^ = 0.975) e.em 

mmm^ 65% j^#^(%)=95,7-(20.6 X mm) (r^ = 0.976) 4.6M 

m^me 70% j^#^(%)=96.6-(3o.9 X mm) (r^ = 0.994) s.vm 



3.lMIS*^e,^6.6JS^*Ta)#ii^lCi|gtS-tS3i::&^T'$^. 
[0 0 5 2] 

q 9 miJFi^^iI 05-3008934 
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^mm^^-f^ Ka#* (%) 



^mm^^:f^\^ 10 23@ 3js m 



A 99.3 74.5 51.4 33.2 24.1 

Ml^MS B 87.4 75.0 52.3 32.8 25.1 

M^MQ C 89.4 73.6 54.9 37.7 23.4 



[^5] 



mWim7 A ^#^(%)=97.8-(20.1 X MW (R^ = 0.975) 4.9ji 

mwims B ^#^(%)=93.5-(i8.6 X mm (r^ = 0.971) 5.0m 

m^mQ C j5#^(%)=94.4-(18.5 X MW (R^ = 0.987) 4.9jg 



[0 0 5 3] 

<^ mgiF^^iA 05-3008934 
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a^m-m^ 05-3008934 
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mm (A) ^^zi-jmt-m^ 

R 

HoincooH 

aiccB,)s 

CD) (D) i (» 



Rgtt^- (CHg) „-R6 (^*, n=2^S:, Rg' V> 



1 



mil#^ 05-3008934 
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000002934 
100089543 

ABSMfAfiRr^?S;nS+H:*:Br2T@ 1 7#8 5# 

mm ^ 



1 



mtFFi^^ilo 5-3 0 08934 



i 
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m m A m m m 



CO 00002934] 



1. ^M^BB 1 9 9 2^ 1H2 2H 



1 



mm^^ 05-3008 9 34 



